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^ (57) Abstract: o-Anisamide derivatives which serve as peroxisome proUferator-activated receptor (PPAR) agonists, in particular 
^ human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
O diabetes, etc.X acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
^ era] formula (I), phaimaceutically acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyl, 
^ CH]CHXCOY (wherein X represents mercapto or ^0)J^At wherein n is 0. 1 or 2; and Y represents amino or hydroxy). 
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i^fp. Rltij)nti^i/m. *;i'4^=^ri/pt ch,chxcoy(3 

CT?Xttp< >>U* 7" hSXtt S(0)nMe (n=0,l Xtt 2)*. YttT ^ 



wo 01/21578 



PCT/JP0O/0S9SO 



1 

m m 

(PPAE) IttC h h PPARf^ttHi: L T c: il ^ CD HI-^ f -5 «)3iJfiliffi^ 
* ^ * -r -5 E lil p=S M fi£ ^ {C g| f s o 

^)i:t^i^'j-Ammmm^ih^f§i^ (ppar) liXT^p-r kss? 
tttf )s^r h ^li \:.isbm^(Dm^mx'mM^nx\.^^{Proc. 

Natl. Acad. 5cj.,1992, 89. 4653) o C®F«3 PPARa liSlflSK® M 

itmoM^^mm^^skiz^i^bxii*) . i^izs^miz^\<^xM^mt^ 

misb<Dtl (Endocrinology, 1995. 137, 354) ^ JliJKKOf^i»-^«ffl 
MScDftlirtCiliit-STTtl U (AK All. CIII) itic^® 

f63l^feE-^t(c{&JfflIt■r^^5o sfc nKiy\tmmmmzm^mLx 

V^TfllJKfflflS®^{b{Cg|-^ UT l> 5 (J. iipirf. ^e5.. 1996. 37. 
907) m PPAR O^T-f V 7 r-^li^^^®»|§■^j^al«{C4bH^T1^S 
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-C^'l3 (J. ^io7. 6y?effl., 1998, 273, 29577) , PPAfta O rS<4{b 

AS PPARrr-*»j. PPARr®te;?fS^4fb*Ji;*;$-y--5c:i:AS|ijBjL 
TiJ»3 ( Endocrinology. .1996.137,4189. f^e//. , 1995, 83. 803 S 15 

813) ??Air (Di^i^ittstmi&Ti'fmtommifi^ < ^is^n-c t> 

So 

c:o<fc^«c PPAR i:tA3te¥H?0«ltl^#j«-rsi:b h ppar $ 

T <^ ffl S t5 / X li ifim T ffl * g W i: L E II ffl A* ^ T? # S , 
PPARaO K i: PPARa tC^tfr S Ja«Itt*:^-r S^b^tl i: 

trii. x^-inHty-r Ks 1^Cl8-th*n:3rS/x^D-9-7^hPai>K 
(8-HETE) S:5 8-t Ko^i/x^'n-9-^><^x>K (8-HEPE) ifim 
^^nrv^S (?roc. ^at7. Acad. 5c/., 1997,94.312) o 

5*>®-e*5o PPARaf^i&^^fflS;^^-^^!^^^^: LTtt. 

WO-97/25042 ^RU WO-97/36579 ^^ifi^^^ tlX 
^^H^-fb^^ffctt^ljiSSCtS i:^{c. f^i&<tffl^**)^L-t 
< ^^T•^±:^d^v^oPPARr^^t!J^^ffl**1-S^b^i^^: UTIi. 
60-51189 4^i§SS 61-267580 ^RV^^m¥ 1-131169 
-mo^T^J^) v>-2,4-i;;r>SI^^?{*As«I?,tlTV^So M 
ti ^:|6fl^^b^^ i: it $ S tc -r 5 *> CD -e * 5 o 
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^ ® ^ 

lp-&:*:*Wtts ( 1 ) 



l^fps Riti3)i^^^>>m. ^^u^^^i/^ CH2CHXC0Y(cc: 
XX\tj<)Vitirhm^it S(0)nMe (n=0,l Xli 2)*. YltT^^m 

ttz. *«0^{Ci3lt S-jeSC (1) ® R CHeCHXCOY T* lb 




(1) 
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(1-6) 

R2-O0M. «,aom 




(X,^I.Br) ^fi 



(m*OI.Br) 



XttKSAe 




«««« 



1) K«; 

2) iB*»m 
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iP^^ -JIS^ (1-a) X^m^ h^it^m^t. ±1I{C^ L/zXilT'^ 

* fil ^^J © ?^ ^£ T S 15 ti a O ?^ ffi T X »i 1^ # h£ T M ^ IPJ CD 

;b ]-3-:n ^ ;u ;i/ v ^ ^ K v ^ y >; > K i>* 3i ^ 7 x 

>KTi; * ;i/ :z ;u ^ ^ ^^/~;i'*is$>(f eiiSo 41 

i^K* 'J -i? a^©t;u* 'j^JB^Kfix Xtti^'ji;^, h>jx^;u 
>^0««|ii«*J*{f f,ii5o i^An^Ji: bTttx N-t KD + i. 

* 'i7A«®7';i/* 'j^«;^KJi, hUxf-;i/T^ 

-«^(l-b)T•^^^^S^b^^^i.JiScDK^b^J^feffl^^/iK^b^^ 

* U "i? A.K<bSI^Jail'^b«5*ffl^^t:-et D AKffifflO Jones 



WO01/21S78 
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50'C~^S5ja«tjaS. SfS^«5hLTtt. t;h3-;u-*I^ (^^ 
- i!S ^ ( 1 - d ) ® X 2 6^ ^ ^ >> U f- :t « -C * -5 ^ b ^ S ( 1 - e ) -e « 

^ ^^S'^b^tfli^-)la^(l-a)-e^^n§^b^^^o*R i a^- h 

y ^;b*;uA7' ^ K^4'^ ^M'-^^?!^T^ ^ -i? a/j^^i? ©ftfeigK 
?^?£T{cmE~329kPa TiSTcT ^ ym\-c)}i Lfe^^ >f ;u>'W > 
T U b-f S/ 3 XMeerwein Arylation)S{£;^ff v>> HtC NaSMe ^f^ 

U 1/ ^ 3 XMeerwein Arylation)S/i&lis ifTcLrff^n/zT^ 
^Z. tizj^*)^^ Z tifi-^t Mt^ f-;u^;t<blis NaSMe 

'^Ai?(Dmii3^(i%gix mm^(Dmo^:&Ts ^m-^mfi^j^mcDT^ 



wo 01/21578 



PCT/JPOO/05950 



8 

(1-c) ^i';uyW> T 'J U -f a XMeerwein Arylation)S/^;$ 

-Jlft^d-f) <DtpX3ifiji^ ;\/ 7, )l 7^:^)1, >^ ^ )l 7, )\/ :i }l 
(l-d)® pfiX 2 f-;u^;tSSt5(I-e)-C-^^nS >&3§K'fbtl^ffl 

«t U ^Jllif S C iid^T § So ><*:(n=2)li. jfflfiJ©iiK'fb 

^ Z >L\Z ^nhZtifiX^ 5L:^7.J-)Vm^. 
*K<bU^'i7A, 7KK<b:^ h U •^7 A. TKK^bvb 'J '^7A^©^sxtt 

(l-d)®«X2*»T-fe5^;i/a£T*5<b^^*7lc»<b TkKfb 

*) ffi 1 1 s ^ ;u;?7 r h <t:{c# < c i: ds-e t -s o 

S{c;^;V7 ^ ->'K*(l-f.n=l)(cM^ti5i<*:S14<*:tt.^^K<bx 
0>J;t If ;^ (Davis)^ll ( J.i4«.Cfiea.5oc., 1992.114,1428) . 
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immm i ) 

4-^ N ^.S/-3-[N-(4- h U 7;i/;^D^ ;!/ ^ > ;i/ ) ;b ^ ^ 




5-4^ ;i/ ^ )l-2-A h ^i^^M^m l.OOg. mit^^]y> 50ml CD«i 
S^tc. h U x^;i/7' ^ > i.oOmK <^ o n^glJ^^^l/ 0.60ml $:Sp 

^ > 1.17g(Z)«^b^5^U> 10ml ^«*j!in^^M{CgMT- 3^M«# 

'^^^■y-^ : »ltx^;w= 1:1) T♦IISI^^ i;xf-;ux-x;i,- 
®5->-i^;p 5;u-2-^ h S/-N-(4- h 'J 7 ;i/;t D ^ > ;u > 

aii.^^ iie-iiT'c 
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TU^^^^M (%) C,7HuF3N03 
ifnm (%) C. 60.54; H, 4.18; N, 4.15 
(%) C, 60.80; H. 4.09; N. 4.28 
^JcJ^T>5-*;U ^ ;u-2-^ h :^5/-N-(4- h 'J 7 )\^:tu ^ 

K SOOmg {CT-fe N> 20bK i'* h - > X(Jones)ISIII 
O.Sml S»n;tx 2 S^MitflJ^ HtC a - > X(Jones)^lil 0.2ml * 
inx. 3 S^MMflibfce S{5?iStC7lc 100ml ^mtmit>^^U> {'p 
mOT-b V ym^fz) 100mlx2 mm Lfco «^iiSiaiO:t^7k 50ml 

^ ^ y - ;u = 100 : 1 . i*:^ ^ y - ;i/JgM) T'^Siimx '^^^l^-V 

-r-fe h >-C-SiKaLSfi«J^Saeieft^ bT 270mgff fco 

ik^ 235.5'^236.5'C. K»^«fll m/z 353 (M*) 

TClfl^Wflt (%) CitHuFsNO* 

tMI« (%) C, 57.79; H, 3.99; N, 3.96 

nmm (%) c. 57.99; h, 3.95; n, 4.01 

4-^ h =^ri/-3-[N-(4- h Oy)l:taA'^J]/^>i/)\/)]i!3Jl'/^^^)iy:z. 




i&*n® y / ^)i-2-/. h :^ri^$mSK 2.55g (c p< ^ ;i/ 

^ K 50mK 4-h U 7 o ;^ > y ^ > 2.57g, 
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U >Ki^'x^;i/ 2.66g. h jl^jut ^ > 2.00inl ^1iqk.^^T 

;i/x-7^;i/-e«^ffi'fb> mmbm^f^mtbX 4.44g O 5->Ty^ 

iM;^^ 124~125*C 

Ttm^^m (%) CigHisFjNzOz 

ttl?flt (%) C, 62.07; H, 4.34; N, 8.04 

^mm (%) e, 62.03; h, 4.27; n. 7.99 

K 484ing{zx4'y-;u 10iBl>30Xae<b7klfl* O.emKO.l 

loi/i 7KK^:^ h u "i? A Sol titat. 5 o'ce 1 mj&mw'^. mm 

mMmitTkmik O.eml^ O.l mol/l 7kK<b:^ h V ^ Ix 5ml 5 

OVt: 3 O^mmWLtco Rlit^m^T^izm^. I^Kx^;u-efftm, 

AT-|£«ILfco ?§«i«:a«ES* L> ^ tlfeS? * * 7 A n T h 
7 — (5/ U *^;U^ie^bp< ^ 1/ > : ;»< iS' y -;u = 100: 1-^50:1) 

h U □ ^ ^;i/'^>i/*;U)'^>XT ^ K 318mg *^feo 

itm^^m (%) CigHnFjNzOj 
WrWm (%) C, 59.02; H, 4.68; N, 7.65 
(%) C, 58.87; H, 4.56; N, 7.63 
5-* ^ ^ ;i/p< f-;i/-2-^ h*i/-N-(4-h V 7 )Vt u ^ 
'J)\/)^>XT K K 700iDg I3x^ y 21mK 1 mol/l TfcK^b:^ h U 
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A7K^r« Till $jn;i 1 smmm^mmbtzo s/i&f«s7k{c?4 1> 

ffKJ^f-;ut:^^fe#, M(C;!kJg?& 2 mol/l H^-? pH 1~2 {CtSSi L t 

IKb^f- U >7fSMSUx IR^I^ai: 435ing ?fef9feo 

Wl.'!^ 167^ 168*0 

TcHl^^f^a (%) C,gHuF3N04 

tmcfii (%) C, 58.86; H, 4.39; N, 3.81 

nmm (%) C, 58.72; H, 4.34; N, 3.86 

5-[2-*;UM*^ ;i/-2-(^f->>U5":t)xf-;u]-2-;»< h+$/-N-(4-h >J 




2-^ h =^r'>-5-x h D$,t#K 17. 2g Oifi^b^ 5" b > 35inl mmm 

7" ^ K 150il. h U xf-;!/^ ^ > 15mK 4- h 7.;i/ o f- ;u ^ > 
I^Kx^;u-r*ffllll Lfe 150mlx3o ^^M^t^. fiSffl:^«7j<T*/li 
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^btzo ^m^UBt bX 2-p< h 0-M-(4- h 'J y )lt 

D / ^Jl^> )1)^>XT i K 26.6g ^&f#fzo 
Mj^ 108~109°C 
Ttm^mm (%) C.eH.aFaNaO* 
WrWm (%) C, 54.24; H, 3.70; N. 7.91 
(%) C. 54.27; H, 3.73; N, 7.98 
7 )l^iJ>m-m^T.Z-;< h □-N-(4- h U ^ 

)V^yi^ )\/)^> XT I K 26. 6g {CS^^Jif-;!/ 270mi^ lOtJ^^i^^ 
AJ^m 2.6g ^in^fc^. 2Km:tf;^SJft 7jc^**;:^^amT^ra{c 

5-T ^ y-2-p< h =^ri'-N-(4- h U 7;U:tOp<^;i/^>i;;u)^>XZ 
^ H 24. 5g &f9feo 
Mji^ IIS-IIT-C 
TC^^^ffi (%) CeHisFsNzOz 

«-»fit (%) C, 59.26; H, 4.66; N, 8.64 

(%) C, 58.96; H. 4.57; N, 8.68 
5-T ^ y -2-^ h ^ S/-N-(4- h U o ^ ^ ;U'<> S^* ;u )^ > X 

T ^ h* 2.26g ® T-b h > 27ml ^ y -;u 11ml ^^S^C^K^^T^ 

47Xll^b7Ki;ii{^^ 5.6mK h >; A 540mg. tK 2ml ^;bDx. 

1 o^f&mnbtzo s.^^wnzTi7 u ^ h- 3.oog 3 o^cs 
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192~193°C 
Tzm^mm (%) CieHigBrFjNjOa 
tmcii (%) C, 49.69; H, 3.95; N, 6.10 
(%) C, 49.65; H, 3.82; N, 6.11 
5-(2-r o^-2-*;u>''?^ ;Ux^;U)-2-p< h ^S/-N-(4- h U 7 ;i/ 
;t P ^^•^l/'O ^ K l.OOg tCx^J' y aOniK NaSMe 

200mg $Sa^ 3 ^raADi^iS?i!fc^^ -BftSftStfeo ?if«l$rj«EW2fe 

1 :6) -cmmL. mi^i^i&t bxEmm sasng *^feo 

M}^ 152.5--153.5*C 
TClH^lfffii (%) CzoHziFaNzOgS 
tfSfii (%) C, 56.33; H, 4.96; N, 6.57 
(%) C, 56.42; H, 4.97; N, 6.55 




5-[2-*;i/>'^* 'f ;U-2-(;< f-;i/^:t)xf=-;i/]-2-^ h ^^r 5/-ll-(4- h 
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U 7;U:tD^f-;i/'^>i'*;i/)'^>XT ^ K 639mg{CJgfbp( 5^ b > 70mU 
mCPBA 368ing ^yi^^TJluA. 3 mmmt^ Ltzo SJSr«<&fia?n«W7k> 

: ^ ^ y-;u = 50:l~20:l) T-mSIL. ^fej^g 
h t T g6<3tl 486nig ^ff feo 
lilli^ 170~17rC 

Ttm^^m (%) CzoHziFjNzOhS 

WrUm (%) C, 54.29; H, 4.78; N, 6.33 

mmm (%) c. 54. ii; h, 4.72; n. 6.40 

{mmm 5 ) 




5-[2-* ;^>'^*^ -r ;i/-2-(p< )ji5^;u]-2-^ h i^^/ 

-N-(4- h 'J 7;U;to ^ ^;u-<>i/-;i/)^>XT ^ K 274mg{CJa'fb^ 
U> lOOiK niCPBA155iDg^llD;t a^Mltl^LAco SliS^ft tCfiSloa W 

U> : = 50: 1-20:1) T-)lt»Lx M^f^^t LTgfltJ^ 

201mg Aco 



WO01/21S78 



PCT/JP09/059SO 



16 

ilfc,-^ 219~220'C 

Ttm^^m (%) CzoHz.FjNzOgS 

tt-^iS (%) C, 52.40; H, 4.62; N. 6.11 

mmm (%) c, 52.24; h, 4.52; n, 6.09 

5-(2-:;b;^y^•^ ;i/-2-^ 7* h xf-;u)-2-;»< h ^i/-N-(4- h U 7 




5-(2-:?'n^-2-*;u>'t^ ;i'Xf=-;i/)-2-^ h ^^Ir 2/-N-(4- h U 7 ;i/ 

:to^^;i/^:/i;;u)^>X7'^ h* i.oog {zr^uif >iih^Txx h 

7 t K D 7 7 > 80mK -^-si-I^K* 'J A 368]ig *ao^ 6 I^HIgSm 

m^^l^^t tT 5-(2-T-fe^;u^:t-2-*;i/A*^ ;i/x^;u)-2-^ 
h =^r5/-N-(4- h 'J 7;U:t D p< ^ > ;i/ X T ^ K 904mgSf# 

ikj^ iSQ-iei-c 

7C^^»f« (%) C2,H2iF3N204S 

Wrmm {%) C. 55.50: H, 4.66; N, 6.16 

mmm (%) c, 55.32; h. 4.58; n. 6. is 

5-(2-T-lr^;u^:r-2-*;i/M^ >< ;i/x^;u)-2-^ h ^i^-N-(4-h 
'j 7;u;ro^^;u'^>S/;u)'^>X7^ K 300mgtc7';nf >#ffl^Ts 
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iainT>^-T^^y-;u 30ini ^m^3mmmumnbtzomm^ 

m!k 159~161°C 

Ttm^^m (%) C19H19F3N2O3S 

H-»<i (%) C, 55.33; H. 4.64; N. 6.79 
Hfiiifil (%) C, 55.08: H, 4.63; N. 6.82 




5-T ^ h =^r'>-N-(4- h 'J 7;!/;t P p< ^;i/'^>i^;i/ )'^>X 

T ^ h* 17.3g ©Z-fe h > 170ml SU^*^ ^ ^ --'I' 85ml ^^IC^-Jg}^ 

17ml SJQ^ 1 0;9-fflitif Lfco S^ltWUZT ^ U 26ml 
3 O'CST-UomUfe^^ K^b^-IB 1.04g ^'PLfDHQ^. M 

T>^-77K*»ll;tl^Kxf-;i/-cffiillufeo ^«l«*7k> fiSlP^ffi 

Lfeo ^n^mmt tr 2-7'D^-3-[4-^ h =5r v-3-[N-(4- h U 7 
;i/ :t □ p< ^ ^ > >^ ;i/ ) ] ;i/ ^ ;i/ 7 X :z ;i/ ] 7* □ If ;t > K ^ ^ ;i/ 
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x-7.r-)l 10. 3g ^mtzo 

iio-iirc 
Ttm^^ffm (%) C2oH,9F3N04 

(%) C. 50.65; H. 4.04; N. 2.95 

(%) C, 50.74; H. 3.86; N. 3.05 

2-7'D^-3-[4-^ h :^S^-3-[N-(4-h y )lt D ^ ^ ji^^y i; 

>»U7 x-;u]7"o 2.00g izM^k 

loomK NaSMe 380mg ^tut 6 mmua^mmbtzo mm 

'^ + 1t> : f^Kx^;i. = l:i) T-)^ilL. MfelKSi: LT 3-[4-^ h 
4r i^-3-[N-(4- h U 7;U;tD y )iy 
>'H-2- 7'Plf:^->ep<5^;i,x;^7^;i. 1.23g*mfeo 

127-'128'C 

7C^^*Tffl (%) C21H22F3NO4S 

tfStt (%) C, 57.13; H. 5.02; N, 3.17 
mwm (%) C, 57.01; H. 4.91; N, 3.19 

3-[4-^ h =^i>'-3-[N-(4- h 'J 7 >>l/;i- P ^ > 
^ ^l/7x-;H-2-(^^;U5^3r-)ro t:5h>K^^;i/x;^7^;i. aoOmg 

pHl-2 (CiSili, ^>*x^;bai-5^;uT-fflttiLfco W«|ji$7k?5feU 

tz^^^-^^V>-T-k h>T-S^SL>^Rfel^a^ LTifl<Jtl239iDg 
f§ o 
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i7o~i7rc 

Ttm^^m (%) C20H20F3NO4S 

H-^fi (%) C, 56.20; H, 4.72; N, 3.28 
mmm (%) C, SS.H; H, 4.56; N, 3.20 

3-[4-^ h :^i>-3-[N-(4-h o ^ ^;i/^> i;;u)];b;UA'^ ^' 




3-[4-7< h :^5/-3-[N-(4- h U 7 ;i/;t n p( ^ > ;i/ )];!3 ;u ^-^ 
^' ;U7 :r-;u]-2-(^ ^;u^;t)7'D >S l.OOgtCT-b h > 2O1K 
'^V t;;U7'n $ K SOOmg St;fj^il:*7 'J -i? A 490mg ^^JQA 1 ^r^SDllft 

p< h ^i^-3-[N-(4- N 'J 7;i/:tP^f-;i/'^>i;;i/)]:!t7;i'/t^-r ;U7 X 
=')l]-2- 'Tu\^t>m^>^J)Vx.7.7')V 1.13g 

fee 

ai.-^ 77~79«C 

TC^^ffi^tt (%) C27H26F3NO4S 
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tf»fiS {%) C, 62.66; H, 5.06; N, 2.71 
(%) C. 62.72; H, 5.06; N, 2.76 
3-[4-^ h ^ i/-3-[N-(4- h >j 7 o ^ > )]* 

^L-^ :c -;u]-2-(^ ^;u^;t)ro tT ;t > ^ ^ > ;i/ X ;^ 7^ ;n . QOg 

©JS^bpi 5^ 1^ > 2O1DI mmiZ)K^T. iBCPBA429ing SiD^ 3 O^ffiM 

^;U'>c> ;U 7 :c::i;i/]-2- {^^JUXJiy ^ - 

^ A : Inertsil ODS-2, * 7 AiSS : 25*0^ : T-fe h - 

h U;u : *«?'J >e(l-*1000)=l:l, 7.5iil/min. : 240nB) 

7")^^ 383mg RXfmil&^^0^>i^)l:^7.y')li$. 514mg ^fefffeo 

iiSfiitti*® ^ > ;i/x ;^ 5^ ;Kt: : 400MHz'H-NMR(CDCl,)(y : 2.55(1 
H.s.SOMe), 3.32(2H,d,J=8H2,CH2CHS),3.79(lH,t.J=8Hz,CH2CHS),3.93 
(3H,s,0Me), 4.73(2H,d,J=6Hz,CH2N),5.15(lH,d,J=12H2,OCH2Ar),5.2 
2(lH,d,J=12Hz,OCH2Ar),6.87(lH,d.J=8.4Hz,AfH),7.26- 7.34(6H,in,Ar 
H).7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8H2,ArH),8.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

M^mn^mm^m C2TH27F3N05S(M+l):thg[fig:534.1562^aiJ^1fi:534. 
1592 
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®filf4<*®^> i^;i'x;^7^;U 400MHz »H-NMR(CDCl3) (5 :2.60(lH,s, 

SOMe),3.26(lH,dd,J=10.4,14Hz,CHiCHS),3.35(2H,dd,J=4.4,14Hz,CE,C 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH,CKS),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH,N),5.13(2H,s,OCHjAr),6.86(lH,d,J=S.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

m^mmWm^m C37H27F3N05S(M+l):tMfg[:534.1562.StJ^fit:534. 
1562 

^m. LXm ^ tltz 2-[4- A h =5F5/-3-[N-(4- h V y u ^ ^ 
yi/)V)]ti)\y;^^^)VyjL-)v]-2- {^^ )V7.)vy ^ rot^ 
t ym^y V )l:3i7.'r )\^ (iiS^H4<*®'^> X 370ing 

iZT )V y xm-m%l^ s x^y-;u 20ml 7.55^/^^ i/^ L.^ 
^(9fill»fflj4)100mg iifimii7.m.m\^tz'4k.. ^STk^^tf;^ 

i^*«iauTi^#> «fS?&«{ff«fi&tfco 

OTh^^^^-Ci'i; ti^ \y > :i^Kx^;i/ = 50:l ~ 

^<h^ ^ U > : ^ y - : g^K = 50:l:l) T-JliS Lfc^. i^'x^^ 
;i/x-7^;i.-7'-fe h >r-Sligg ^ifiJ^g i: LT 3-[4-^ h ^ 
-3-[N-(4- h U 7;U:to^5^;U/^>>>*;u)]*;u/N-^>r;U7 ix;u]-2- 
p<5^;i/;^;U7 x;i.7-n 1^;^->K (iSffifSi*:) 176mg^»feo 
IMjia 135^137"C 

ii5ili?«i*:^DT N ^7 7 ^ -MSKil : 995i;de {m^^¥f^ ; ti ^ A 
Inertsil ODS-3, 0 4.6x250mm^ m^^& 240nm. M« l.Oml/min,^ 
Ws^ T-tr h X h i; ;i/ : U >K7X(1^1000)=45:55> ti v ASJS 
30°C) 
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Ttm^^m (%) CzoHeoFjNOjS 

H-^fit (%) C, 54.17; H, 4.55; N, 3.16 

mmm (%) c, 53.94; h. 4.51; n, 3.13 

400MHz'H-NMR(d6 - dnS0)6: 2.66(lH,s,S0Me),3.05(lH,dd,J=5.5, 1 

4Hz,CH2CHS),10(lH.dd.J=10,14Hz,CH2CHS), 3.85-3.93(4H,iD,CH2CH 

S,OMe). 4.57(2H. d,J=6Hz, CH2N).7.10(lH,d. J=8.5Hz,ArH).7.37 

(lH,dd,J=2.4,8.5Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 

Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH).13.10(lH, 
br s.COOH) 

m^iZ LX^^LXm^tltz 3-[4-^ h =^i^-3-[N-(4- h 'j 7 

<*) 480iig & jStc Wt3l8i > -r S d iitcfc »)ftffe«gS i: 
3-[4-p< N :^i'-3-[N-(4- h 'J 7 □ ^ > ;i/ )]* ;uy>c^ ^ 

;i/7 x-;i/]-2- ^;u;^;i/7 >f 7'Pi^;i->K 
270iiig*f^feo 

127~128°C 

n^mmnm^m C2oH2,F3N05S(M+l):th^fit:444.1093. m% 
iii:444.1090 

400MHz'H-NMR(d,- DMSO)<y ; 2.68(lH,s,S0Me),3.02(lH,dd,J=10.13. 

8Hz.CIbCHS),(lH, dd,J=4.13.8Hz.CH2CHS),3.86-3.91(4H,m,CH2CHS, 

OMe), 4.57(2H. d,J=6Hz,CH2N).7.11(lH.d, J=8.8Hz,ArH),7.38(lH, 

dd,J=2.4,8.8Hz,ArH),7.54(2H,d.J=8Hz.ArH),7.66(lH,d,J=2.4Hz,A 

rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.22(lH.br 
s.COOH) 

nmWiW^u^ V^^y ^ -ifJfiSiSM : 98Xde {m^$k¥f- ; * 7 A 
Inertsil ODS-3, 4.6x250inm. m^^^ZAQim. SfES l.Oml/min.^ 
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mm r-b h - h 'J ;u : ^w. >K7K(i^iooo)=45:55s * ^ ass 

30 °C) 

(nmm 9 ) 

0 0 




3-C4-^ h =^i/-3-[N-(4- h U 7 □ ^ ^ > ;u )];!3 ^ 
;i.7 x-;u]-2-(^ ^;uf-;t) ro t^;t f^;uai;^7^;u 1.50g 
®ffi{b^5^U> 30ml ^?l![(C^^^Tx mCPBASOOag $SD<t> 30^W^ 

h 7 >f — ( 'J *y;i/.Je{b>< ^ 1/ y -;i/ = 100 : 

1 ~50: 1 ) -ems, m^m^t Lt 3-[4-p< h -3-[N-(4- h U 

7 □ ^ f-;i/-^> i?;u)]*;i/A*^^' ;U7 X - ;i/]-2- 

7 ^ - ;u)7'P fc:;t f^;Ux;;^7^;H.22gSf#fco?^^tlfc 3-[4- 

<Di&<t;i^l^> 20ml mmiZ^i^T. mCPBA SSOmg *flD^. SST- 7 

ykmm± h u A -elegit fco mm^mm-s^bs m^ntz^^m^ 

^^^>-W^m:r.^jlX'nf^^. m^f^^tbX 3-[4-^ h+i^-3- 
[N-(4- h U 7;u;t □ ^ ^;i/'^>i^*;i/)]* ^ ;i/7 x-;u]-2-( A 



wo 01/21578 



PCT/JP00/0S9SO 



24 

B}^ 144-145'C 

Ttm^^m (%) C21H22F3NO6S 

(%) C, 53.27; H, 4.68; N, 2.96 

mmm (%) c, 53.12; h, 4.48; n, 3.00 

3-[4-^ h i/-3-[N-(4- h 'J 7 Jl:^ u ;A ^ ji^:^ i; )], 
>r ;i/7 x-;b]-2- ( p< ^ ;i/ ;^ ;i/ - ;b ) ro t^;t 5^ 
;u 300mg Sml IZ^t^b, 1 mol/1 7klS^b:>- h 'J -^AtK 

0.7ml ?£JD;t, SQ-CT' 1 ^mu$^mn btzo RUt^m^Tkizm^ , 
$;xf-;i/x-7^;Ufi5lc?!» tfeo 2 mol/1 mmTkmmX' pHl ~ 

LX 218mg©gfi«I!^&^#feo 

ifcj^ iss-isg-c 

TClR^tffffl (%) C20H20F3NOSS 

ffSfii (%) C, 52.29; H, 4.39; N. 3.05 

mmm (%) c, 52. ii; h, 4.20; n, 3.05 
iunkm 1 ) 

mo i^m w.jkm Mm's ¥-izmmzxi^mbtz mmjx&iz. mm 

om^m^ GAL4© DNAjg^^J^iit PPARa S r ® 'J 3?/ > K 

(^/ocAeaistr/, 1993, 32, 5598) t(Dm^ ^ > P 
mt h^^ii^r^ X K h*,GAL4 {Zct !)tSI4'fb$ix§;}^^;i/;i/i>7 X 
^--b'lxJlt-^-r^;^^ K(Promega )S t^l^lSP^ip i: LT®-^ 
^>"1'^'5r;ui/7x7--l?r5;^^ K(ProBega tt)S'J4t7x^ h 
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V K(DMSO)(C?§||? Lf- (DMSO gJl^iiJt O.U) ^mt^t^Rv^nm^ 
^m^Ltz^^%!km^ m-^ts Ham's F-12 ^iiT-ll^ LTtg^ t> 

PPARa 



^^50 ( /zmol/l) 



3 2. 1 

7 1.2 

(88)-HETE 1 . 3 



wo 01/21578 



PCT/JPOa/05950 



26 



lit h PPARf^ftjIli: bX. PPAR *^il4t-5;iJ|ifil^^«i^^s^CD 
i» <4 3^ m ® l» 0 tC W ffi T- * 5 o 
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1 . -m^ ( 1 ) 




i^fp, Rlti: *;u;^*:^'> ^ CHgCHXCOY ( c: c: 

-eXIi^ r hSXIi S(0)nMe (n=0,l 3^{i2)$r. YltT K 

® H ± § ^ n S « M t>* (C ^ CD 7k IQ o 
3 . 4-;< h ^i/-3-[N-(4- h 'j y )\/ir u ^ ^ )\/)]ti )V 

6. 5-[2-:^;^^^*^ f ;U-2-(^ ^;U;:^;U;jT-;i/)a:5^;U]-2-^ h dr 
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8 . 3-[4-^ h ^S^-3-[N-(4- h U 7;i/;^-n ^ ^ Jl^> i/ ji)]:)] )], 
/N'^ Y ;U7 x::z;^]-2- (p{ 7-D tr:t >KT-^S»^« 1 

9 . 3-[4-^ h ^S/-3-[N-(4- h 'J y u ^ ^ i; )\^)]^ )i 

1 0 . 3-[4-;>< h ^rS'-3-[N-(4- h U 7 ;i/ :t □ ^ ^ ^l/'K > i; ;i/ ) ] ;b 
)Vn^^ )Vy (p< f^;u;^;u;i^ - ;u) 7* D :t > Kt? * § 

1 IBttO^b^tJo 

1 1 . -jfi^ ( 1 ) 




C^«. Rli*;i/.1f:^ri/Ss CHzCHXCOY ( C C 

T*X{i^;i/*7-hSXIi S{0)nMe (n=0.1 XJi 2)<&. YttT^yS 
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